Background: This analysis was designed to investigate the relationship between drug application and mortality rate in Chinese older coronary artery disease (CAD)/chronic heart failure (CHF) patients with and without low glomerular filtration rate (GFR). Methods: All 1050 Chinese hospitalized patients with diagnosed CAD were included in this analysis, and Cox Regression was used to analyze the relationship between drug application and mortality rate after multivariate adjustment. Low GFR was defined as GFR < 60 ml/min/1.73m 2 .
Background
Renal function decline is very common and predicts adverse outcome in older patients with coronary artery disease (CAD) and chronic heart failure (CHF). Moreover, renal function decline significantly accelerates disease progression, intensively increase mortality rate and severely complicate prognostic effects in older patients with CAD/CHF [1] . Drugs, such as anti-platelet drugs, beta-blockers, calcium channel blockers (CCBs), nitrates, angiotensin-converting enzyme inhibitors/angiotensin receptor blockers (ACEI/ARBs), statins and digoxin, have gained widespread acceptance as the principal therapies for CAD/CHF [2, 3] . However, prognostic effects of these drugs might be quite different between older CAD/CHF patients with and without renal function decline [1] .
There have been several studies about the relationship between these drugs and mortality rate [2, 3] . However, as these studies often excluded Chinese older patients with renal function decline, there has been no full evidence about the relationship between these drugs and mortality rate. As a retrospective review of medical records, the goal of this analysis was to investigate the relationship between drug application and mortality rate in Chinese older CAD/CHF patients with and without low glomerular filtration rate (GFR).
Methods

Study population
There were 1050 Chinese hospitalized older patients with diagnosed CAD in Chinese People's Liberation Army General Hospital enrolled in this study. These patients had a median age of 86 (60-104) years, and 80.8% (848 patients) were over 80 years old. Based on medical histories, typical angina, cardiac markers and specific tests, such as electrocardiogram (resting/exercise), echocardiography, radionuclide imaging, computed tomography angiography and coronary angiography, CAD was diagnosed by chief physicians according to American College of Cardiology (ACC)/American Heart Association (AHA)/European Society of Cardiology (ESC) guidelines [4] [5] [6] . Exclusion criteria: 1) severe aortic stenosis; 2) anticipated cardiac transplantation; and 3) left ventricular assist device. The study was approved by Ethics Committee of Chinese People's Liberation Army General Hospital (Beijing, China; Number: 038). Written consent was obtained from patients when admission and Helsinki declaration was followed by the study. [7, 8] . Low GFR was defined as GFR < 60 ml/min/1.73m 2 . Atrial fibrillation (AF) and CHF were diagnosed by chief physicians on the ground of ACC/AHA/ESC guidelines [9, 10] . Patients with SBP ≥ 140 mmHg, DBP ≥ 90 mmHg or receiving antihypertensive drugs were defined as having hypertension.
Baseline characteristics
Data management
Data were recorded in the database by trained doctors with full experience, and logistic check was performed by other doctors to ensure the accuracy of database. Aspirin, clopidogrel, beta-blockers, such as metoprolol, atenolol and bisoprolol, CCBs, such as nifedipine, amlodipine and felodipine, nitrates, such as and isosorbide mononitrate, ACEI/ARBs, such as captopril, enalapril, benazepril, fosinopril, losartan, valsartan and irbesartan, statins, such as simvastatin, pravastatin, atorvastatin and rosuvastatin, and digoxin were recorded in the database.
Mortality rate
Given the obviously high incidence of multiple organ failure in older patients as well as the priority of allcause mortality in outcome studies, all-cause mortality was the predefined end point for this study. This analysis had a mean follow-up period of 417 days [median 319 (185-557) days]. No patient was lost to follow-up. Death was ascertained from death record, a legal document including time, site and other information.
Statistical analyses
Continuous variables were described by mean and standard deviation (normal distribution) or median and interquartile range (skewed distribution). Continuous variables were compared by Student's t test (normal distribution) or Mann-Whitney U test (skewed distribution). Categorical variables were described by number and percentage, and compared by chi-square test. Relationship of drugs with survival time was bivariately evaluated with Kaplan-Meier analysis (log-rank). Relationship of drugs with mortality rate were multivariately adjusted by age, gender, body mass index (BMI), CAD, CHF, AF, hypertension, heart rate, SBP, DBP, hemoglobin, albumin, GFR, FPG, triglyceride, LDL-C and HDL-C using Cox Regression (Enter 
Results
Utilization ratios of drugs in CAD/CHF patients
There were 372 patients (35.4%) with low GFR in patients with CAD (1050 patients), and 168 patients (51.4%) in patients with CHF (327 patients). Basic features of patients with and without low GFR were described in Table 1 . As shown in Table 2 , aspirin, clopidogrel, beta-blockers, CCBs, nitrates, ACEI/ARBs, statins and digoxin gained high utilization ratios regardless of these patients with low GFR or not. Except CCBs (P < 0.05), there was no difference in utilization ratios of other drugs between these patients with and without low GFR (P > 0.05 for all).
Prognostic effects of drugs in CAD patients
In CAD patients without low GFR (Table 3) , patients with aspirin (P = 0.023) or clopidogrel (P = 0.008) had significantly longer survival time than those without them. However, clopidogrel [P = 0.028, odds ratio (OR): 0.620, 95% confidence interval (CI): 0.404-0.951] rather than aspirin (P = 0.173) was significantly associated with lower mortality rate after adjustment shown above. Patients with ACEI/ARBs (P = 0.033) or statins (P < 0.001) had significantly longer survival time than those without them. However, statins (P < 0.001, OR: 0.287, 95% CI: 0.180-0.456) rather than ACEI/ARBs (P = 0.426) were significantly associated with lower mortality rate after adjustment. Beta-blockers, CCBs and nitrates had no significant relationship with survival time and mortality rate (P > 0.05 for all).
In CAD patients with low GFR (Table 3) , patients with beta-blockers (p = 0.013), ACEI/ARBs (p = 0.046) or statins (P = 0.002) had significantly longer survival time than those without them. However, beta-blockers (p = 0.388), ACEI/ARBs (p = 0.671) and statins (P = 0.225) were not significantly associated with lower mortality rate after adjustment. Aspirin, clopidogrel, CCBs and nitrates had no significant relationship with survival time and mortality rate (P > 0.05 for all).
Prognostic effects of drugs in CHF patients
In CHF patients without low GFR (Table 4) , statins were significantly associated with longer survival time (P < 0.001) and lower mortality rate (P < 0.001, OR: 0.220, 95% CI: 0.098-0.490). Patients with digoxin had significantly shorter survival time than those without them (P = 0.004). However, digoxin was not significantly associated with higher mortality rate after adjustment (P = 0.519). Beta-blockers and ACEI/ARBs had no significant relationship with survival time and mortality rate (P > 0.05 for all).
In CHF patients with low GFR (Table 4) , patients with digoxin (P = 0.037) had significantly shorter survival time than those without them. However, digoxin (P = 0.095) was not significantly associated with higher mortality 
Discussion
In the recent years, cardiorenal syndrome (CRS) has been paid close attention all over the world [1] . On the one hand, cardiovascular diseases contribute to the development of renal diseases; on the other hand, renal diseases accelerate the progression of cardiovascular diseases. Drugs, such as anti-platelet drugs, beta-blockers, CCBs, nitrates, ACEI/ARBs, statins and digoxin, were commonly used in the therapy for CAD or CHF [2, 3] . This analysis not only investigated their utilization ratio, but also evaluated their relationship with survival time and mortality rate in Chinese older CAD/CHF patients with and without low GFR.
Anti-platelet drugs have been recommended as fundamental treatment for CAD by ACC/AHA guidelines [4, 5] . Bleeding risk is obviously elevated in CAD patients with renal function decline, and the balance between benefit and harm related to anti-platelet therapies remains undefined. It has been confirmed in previous studies that patients with aspirin had no decreased GFR or major bleeding [11] . The Hypertension Optimal Treatment (HOT) study has shown that aspirin more significantly reduced major cardiovascular events and mortality rate in patients with renal function decline than those with normal renal function [12] . This analysis observed that clopidogrel but not aspirin had significant relationship with reduced mortality rate in Chinese older CAD patients without low GFR rather than those with low GFR. This might be partly explained by uremic-induced platelet dysfunction inherently seen in patients with renal function decline. relationship of drugs with mortality rate was multivariately adjusted by age, gender, body mass index, CAD, CHF, atrial fibrillation, hypertension, heart rate, systolic blood pressure, diastolic blood pressure, hemoglobin, albumin, glomerular filtration rate, fasting plasma glucose, triglyceride, low density lipoprotein cholesterol and high density lipoprotein cholesterol using Cox Regression Abbreviations: ACEI/ARBs Renin-angiotensin-aldosterone system inhibitors/angiotensin receptor blockers, CAD Coronary artery disease, CHF Chronic heart failure, CCBs Calcium channel blockers, GFR Glomerular filtration rate Beta-blockers have been found to improve clinical symptoms in randomized controlled trials (RCTs) and considered as chronic therapy for CAD by ACC/AHA guidelines [4, 5] . Meanwhile, beta-blockers have been suggested to reduce the risk of HF death in RCTs and recommended to treat stable and symptomatic HF by ACC/AHA/ESC guidelines [3] . However, due to adverse effects including possible hypotension and conflicting outcome, beta-blockers have been underused by clinical doctors in patients with renal function decline [13] . This analysis suggested that beta-blockers had no significant relationship with mortality rate in Chinese older CAD/ CHF patients with and without low GFR. Neutral effects were similarly observed for CCBs in this analysis. CCBs and nitrates have been realized to improve clinical symptoms in RCTs and recommend to treat CAD intolerable to beta-blockers by ACC/AHA guidelines [4, 5] . Hypotension was a main limiting factor of applying nitrates in CAD or CHF patients with renal function decline [11] . Nitrates have the potential to reduce death risk in RCTs and recommended as a supplement to treat symptomatic HF with or intolerable to ACEI/ARBs by ACC/AHA/ESC guidelines [3] . No matter whether these patients had low GFR or not, this analysis found that nitrate application had no significant relationship with mortality rate in Chinese older CAD/CHF patients.
ACEI/ARBs have been demonstrated to reduce mortality rate in RCTs and recommended to treat CAD and HF by ACC/AHA/ESC guidelines [3] [4] [5] [6] . Even though with this evidence-based consensus of cardiovascular/ renal protection with ACEI/ARBs, there are still many experts worrying that hypotension, hyperkalemia and renal function decline are ominous signs of poor outcome, especially in older patients with low GFR [14] . In spite of advanced age and decreased GFR in patients belonged to this analysis, there was significant relationship between ACEI/ARB application and survival time in CAD patients without regard to the existence of low GFR or not. However, ACEI/ARB application had no significant relationship with mortality rate in older patients with CAD/CHF after adjustment in this analysis.
Statins have the potential to play significant role in cardiovascular protection in both patients with and without renal function decline. Statins have been recommended as conventional treatment for CAD by ACC/ AHA guidelines [4, 5] . However, it was controversial if statins could have positive effects on mortality rate in CAD/CHF patients with renal function decline [15] . In patients with low GFR rather than those without low GFR, statin application had significant relationship with reduced mortality rate in Chinese older patients with CAD/CHF after adjustment in this analysis.
The risk of toxicity from their narrow therapeutic window, as well as related adverse outcome, might be increased in patients with renal function decline due to the excretion of digoxin from the kidney [13] . Previous study has shown that there was increased mortality rate in ESRD patients with digoxin [16] . However, giving neutral effects of digoxin on mortality rate in patients with CHF, it is inconclusive about the relationship between digoxin application and mortality rate in CAD patients with renal function decline. Digoxin has been recognized to improve clinical symptoms in RCTs and recommended as a supplement to treat symptomatic HF by ACC/AHA/ESC guidelines [3] . This analysis found that digoxin application had significant relationship with prolonged survive time regardless of patients with low GFR or not, but it had no significant relationship with mortality rate in Chinese older patients with CAD after adjustment in this analysis.
This analysis had several limitations. Firstly, patients had a median age of 86 years and relatively shorter survival time than younger patients in this analysis. Potential period over which drugs reduce mortality rate might not be reached in these patients. Thus, its results might not be simply generalized to younger patients. Secondly, this analysis enrolled patients with GFR < 60 ml/min/1.73m 2 , and they should not be assumed to be representative of relationship of drugs with mortality rate was multivariately adjusted by age, gender, body mass index, CAD, CHF, atrial fibrillation, hypertension, heart rate, systolic blood pressure, diastolic blood pressure, hemoglobin, albumin, glomerular filtration rate, fasting plasma glucose, triglyceride, low density lipoprotein cholesterol and high density lipoprotein cholesterol using Cox Regression Abbreviations: ACEI/ARBs Renin-angiotensin-aldosterone system inhibitors/angiotensin receptor blockers, CAD Coronary artery disease, CHF Chronic heart failure, GFR Glomerular filtration rate general population with chronic kidney disease. Thirdly, the problem of residual confounding, which applies to all observational studies, could not be avoided by this analysis.
Conclusion
The following conclusions were drawn in this analysis of patients with a median age of 86 years: 1) clopidogrel but not aspirin was beneficial in Chinese older CAD patients without low GFR rather than those with low GFR; 2) statins benefited for Chinese older CAD/CHF patients without low GFR rather than those with low GFR; 3) betablockers, CCBs, nitrates, ACEI/ARBs and digoxin had no significant relationship with mortality rate regardless of these patients with low GFR or not. These discoveries might offer some help for the therapy of Chinese older patients with cardiovascular/renal diseases. 
